Supplementary Figures
. In vitro multi-lineage directed differentiations of paired isogenic primed vs. naïve normal (non-diabetic) hiPSC lines. Isogenic primed (E8 cultures) vs. naïve-reverted (LIF-3i cultures) hiPSC were differentiated in parallel using established multi-lineage protocols and commercially available kits, as previously described and without any requirement for re-priming 12,13 . Shown are direct comparisons between normal (non-diabetic) isogenic hiPSC lines demonstrating augmented differentiation capacities to all three germ layers and robust/improved capacity for terminal differentiation. (a) Neuro-ectodermal differentiation of isogenic comparisons of primed vs. naïve hPSC lines performed as described with PSC neural induction medium 12 (Thermo Fisher Scientific; n=6, three normal fibroblast-hiPSC lines (circles; C1.2, C2, 7ta) and three normal cord blood (CB)-derived hiPSC lines (triangles; E5C3, E5C1, LZ6+10); see Table S1 ). Shown are flow cytometry analysis of differentiation cultures for protein expressions of % Nestin + SOX1 + neural progenitor cells determined by flow cytometry at day 10 neural differentiation, as described 12,13 .
(b) Representative images of Tuj1-expressing terminally-differentiated cells from a primed (E8 culture) vs naïve (LIF-3i culture) CB-iPSC line (E5C3) after 5 weeks of neural differentiation, performed as described 12,13 , and demonstrating higher incidence of extended Tuj1 + neurites elongated over 3 mm in N-CB-iPSC relative to primed CB-iPSC. (c) Definitive endodermal differentiation of isogenic primed vs naïve-hiPSC (n=6; hiPSC lines as above (Table S1) Supplementary Table 3 ) vs. CpG methylation of non-diabetic N-hiPSC vs.
their isogenic primed isogenic hiPSC counterparts (n=6 normal hiPSC lines; Table   S1 ). Plotted are the differentially methylated region (DMR) CpG methylation beta values of PRC2 module promoter regions in LIF-3i-reverted hiPSC minus their isogenic primed hPSC counterparts (y-axis, p ≤0.05) vs. their corresponding differential gene expressions for the same genes (red, x-axis, log 2 fold changes (FC); p ≤ 0.05, FC +/-≥1.5.). (b) Curated GSEA pathways for gene targets of the PRC2 module over-represented (FDR<0.01; p<0.001) in LIF-3i-reverted fibroblast-hiPSC vs.
their isogenic primed counterparts (n=4; normal hiPSC lines - Supplementary Table   1 ). (c) Comparison of differentially expressed (p ≤ 0.05, fold change (FC) +/-≥1.5) lineage-primed transcriptional targets of the PRC2 module ( Supplementary Table 3 Supplementary Table 3. 
